Taking decisions on the management of a patient affected by a leukoplakia is probably one of the most difficult task in oral medicine practice.
In 1967, Jerzy Einhorn and Jan Wersall presenting their cohort of 782 patients, stated that "there is no evidence that the incidence of oral carcinoma can be diminished by surgical removal of the leukoplakia" [1] . Fifty years later, here we are again. We, the oral medicine specialists and clinical researchers, have not been able to plan and conduct even a single randomized controlled trial (RCT) to test the effectiveness of surgery in the treatment of patients affected by oral leukoplakia. This must be a great criticism to our community, although it is personal experience that funding bodies have shown little interest in supporting clinical research on a disorder affecting hundreds of thousands individuals around the world and likely to be responsible for a significant proportion of cancer of the mouth, a neoplasm still killing half of affected patients.
In absence of RCTs, evidence on surgical effectiveness in reducing incidence of cancer in patients with oral leukoplakia must be searched in observational studies [2] . And although most of them are small with short follow up, retrospective in nature and biased, i.e. unable to provide sound (and even notso-sound) evidence, the results of some of the best did not show significant benefits of surgical treatment [3] [4] [5] .
For non-surgical treatment, the state of the art is just apparently better. In fact, as presented by a recent Cochrane review, although 14 RCTs testing a number of medical and complementary interventions are available, their overall quality is low or very low, and their findings uncertain [6] . Noteworthy, just five of them included cancer incidence among outcomes, only three of which provided usable data. The conclusion was that currently there is no evidence that any treatment is effective for preventing the development of oral cancer in subjects affected by oral leukoplakia.
Since we do not have any evidence for a treatment that works, a "wait and see" approach might be the most judicious choice. Many colleagues seem uncomfortable with it, equating it with "doing nothing". This is absolutely incorrect, since "wait and see" needs an active attitude of both clinician and patient, to get involved in a strict program of surveillance, with frequent visits and biopsies, aimed to make a diagnosis of cancer as early as possible, thus providing the best possible prognosis.
A great advantage of "wait and see" is to limit overtreatment at minimum. It must be borne in mind that treatment of leukoplakia is prophylactic. In fact, the target is not the lesion itself, which does not represents a medical problem, but the prevention of cancer. Since we are not able to identify the relatively few who will develop cancer, or to exclude those that will never do it, we treat all patients with leukoplakia, the vast majority of which uselessly.
Another advantage is safety. A treatment that is useless in nine time out of ten should be, at least, absolutely safe. Something that is not true for a number of medical treatment proposed [6] , and probably for surgery, particularly for large lesions (which, by the way, are those at higher risk) [4, 5, 7] .
Finally, "wait and see" must be considered indispensable, even in subjects who underwent treatments of any kind, including surgical removal, since none of the proposed treatments can eliminate, or even diminish, the risk of cancer, thus making a strict monitoring of the mouth of patients with leukoplakia an essential part of their management.
Thus, we can conclude, as usual, that a lot of clinical research is needed, but we must also add that in the meantime, we cannot but keep our patients with oral leukoplakia under strict surveillance.
